Average Pearson's correlation coefficient R and RMSE (±1 standard deviation) based on 25 independent runs on the Schrödinger dataset [1] and BRD4 inhibitor series [2] with reference reported FEP performance. For the BRD4 series, an average FEP performance between two studies was taken for reference [3, 4] Rules defined for the 3-dimensional descriptors described in this work. . . . . . . . . . Weights are fixed in both legs, and a difference in latent space (representing difference in binding) is then performed.
Supplementary [3, 4] Supplementary Supplementary Figure 2 : Average Pearson's correlation coefficient R and RMSE (±1 standard deviation) based on 25 independent runs on the Schrödinger dataset [1] and BRD4 inhibitor series [2] with reference reported FEP performance. For the BRD4 series, an average FEP performance between two studies was taken for reference [3, 4] . 
